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We claim: 

^ 1 . A method of inhibiting neoplastic cellular proliferation an^or^^isforffi^knrx^f^ 

mammalian breast or ovarian cell, comprising: ^ — 

delivering to a mammalian brea§t-©f-T3variM cell that overexpresses PTTG, a composition 
comprising a PTTG carboxy-^enawrtaf^elated polynucleotide, said polynucleotide being complexed with a 
cellular uptake-eijhafldng agent, in an amount and under conditions sufficient to allow the polynucleotide 
to enjertfie cell, whereby neoplastic cellular proliferation and/or transformation of the cell is inhibited. 



2. The method of Claim 1, wherein the cell is of human origin. 

3. The method of Claim 1, wherein the cell exhibits neoplastic, hyperplastic, cytologically 
dysplastic, or premalignant cellular growth or proliferation. 

4. The method of Claim 1, wherein the cell is a malignant cell. 

5. The method of Claim 1, wherein the composition is delivered to the cell in vitro. 



6. The method of Claim 1, further comprising administering the composition to a 
mammalian subject, such that the composition is delivered to the cell in vivo. 



The method of Clejm 1, wherein the polynucleotide is a DNA or DNA analog, 
„_The method of Claim 1. whereimhgr polynucleotide is an antisense oligonucleotide 




- Tho metho d o f Cl a im 1> wherein the polynucleotide is a protein nucleic acid r 



The method of Claim 7, wherein the composition further comprises an expression vector 
comprising a promoter, anaimglPTTG carboxy- terminal-related polynucleotide is operatively linked to the 
promoter in a transcriptionaTunit. 




peptidi 




J, wherC^ 



of Claim iu, whereai&he-polynucleotide encodes a PTTG carboxy-terminar"" - 
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1 2 . The method of Claim 1 1 , wherein the polynucleotide defines a nucleotide base sequence 
encoding a mammalian PTTG-C peptide selected from the group consisting of 

(A) peptides having an amino acid sequence of (SEQ. ID. NO.:9), (SEQ.JP-^fCT: 16), or (SEQ. 

ID. NO.:17); 

(B) mammalian PTTG-C peptides/Ka^ng at leas^aBout 60% sequence homology with any of 

(A); and 

(C) peptide fragments ofj£A}Tor (B)\thatx©mprise at least 15 contiguous amino acid residues 
and that function to do wnrsguftJte endogenous PTTG expression and/or PTTG function. 



13. The method of Claim 12, wherein the peptide fragment of (C) comprises a proline-rich 



region. 



C>~U_Q Qj V 14 The method of Claim 12, wherein the polynucleotide has a nucleotide sequence 
consisting of 

(A) (SEQ. ID. NO.: 10), (SEQ. ID. NO.: 18), or (SEQ. ID. NO : 19) 

(B) a degenerate coding sequence of any of (A); 
5 (C) a sequence complementary to any of (A) or (B); or 

(D) a polynucleotide fragment comprising at least 45 contigpetis nucleotides of any of (A), (B) 

or(C). 



10 



15. A method of inhibiting neogJa™c cellular proliferation and/or transformation of a 
mammalian breast or ovarian cell comprising 

delivering to a manimalj^nbreast or ovarian cell that overexpresses PTTG, a composition 
comprising an expression vector comprising a promoter and a polynucleotide, said polynucleotide comprising 
a first DNA segment encodijag a mammalian PTTG-C peptide, said polynucleotide being operatively linked 
to the promoter in a transcriptional unit, said PTTG-C peptide being selected from the group consisting of 

(A) peptides having an amino acid sequence of (SEQ. ID. NO.:9), (SEQ. ID. NO.: 16), or (SEQ. 
ID. NO.:17) y 

(B) mammalian PTTG-C peptides having at least about 60% sequence homology with any of 

(A); 

(C) peptide fragments of (A) or (B) that comprise at least 15 contiguous amino acid residues 
and that function to downregulate endogenous PTTG expression and/or PTTG function, 
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said expression vector being complexed with a cellular uptake-enhan cing ag 
under conditions sufficient to enter the celL-Such-that- llie PT 1 Ci-C peptide is expressed in the cell, whereby 
1 5 neoplagjic-celhrfai^foineration and/or transformation of the cell is inhibited. 



16. The me.fonrl nf fTHinyl 5 where i n the, pr . p l M i r, fivi P umu l i t f(C^ t mi i|ii knq n prolinn rich - 



region. 




17. The method of Claim 15, wherein the polynucleotide further comprises a second DNA 
segment encoding an uptake-enhancine/and/or importation-competent peptide segment. 



18. The method oi Claim 17, wherein the cellular uptake-enhancing and/or importation- 
competent polypeptide is a human immunodeficiency virus TAT -derived peptide segment or a signal peptide 
from Kaposi fibroblast growth factor. 

19. The method of Claim 15, wherein the cell is of human origin. 

20. The method of Claim 15, wherein the cell exhibits neoplastic, hyperplastic, 
cytologically dysplastic, or premalignant cellular growth or proliferation. 

2 1 . The method of Claim 15, wherein the cell is a malignant cell. 

22. The method of Claim 15, wherein the composition is delivered to the cell in vitro. 

23. The method of Claim 15, further comprising administering the composition to a 
mammalian subject in need of treatment, such that the expression vector is delivered to the cell in vivo. 



24. A method of inhibiting neoplastic cellular proliferation and/or transformatiga-of^T 
mammalian breast or ovarian cell comprising^x ^ — — 

delivering to a mammalian br^stjff^v^riancell a composition comprising a PTTG carboxy 
terminal peptide, or a biologicaHy^unctional fragment {Hereof, complexed with a cellular uptake-enhancing 
agent, in an anpimfand under conditions sufficient to enter the cell whereby neoplastic cellular proliferation 
and/or>tfansformation of the cell is inhibited. 
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25. The method of Claim 24, wherein the cell is of human origin. 

26. The method of Claim 24, wherein the cell exhibits neoplastic, hyperplastic, 
cytologically dysplastic, or premalignant cellular growth or proliferation. 

27. The method of Claim 24, wherein the cell is a malignant cell. 

28. The method of Claim 24, wherein the composition is delivered to the cell in vitro. 

29. The method of Claim 24, further comjmsing administering the composition to a 
mammalian subject, such that the polynucleotide is delivered to the cell in vivo. 



30. The method of Claim 24, wherein said uptake-enhancing agent is a polycationic lipid 



agent. 



3 1 . The method of Claim^4^ hgrein said uptake enhancing agent comprises a cellular 
uptake-enhancing and/or importation-cotfipetent peptide segment. 

32. The method of Claim 3 1, wherein the cellular uptake-enhancing and/or importation- 
competent peptide segnrfent is a human immunodeficiency virus TAT-derived peptide segment or 

a signal peptide from Kaposi/fibroblast growth factor. 



10 



33. Aymethod of inhibiting neoplastic cellular proliferation and/or transformation of a 
human breast or ovaiaan cell, comprising: 

delivering to a human breast or ovarian cell a composition comprising a PTTG-C peptide being 
selected from thp group consisting of 

► peptides having an amino acid sequence of (SEQ. ID. NO.:9), (SEQ. ID. NO. : 16), or (SEQ. 

ID. NO.: 17). 

(B) mammalian PTTG-C peptides having at least about 60% sequence homology with any of 

(A); an/ 

(C) peptide fragments of (A) or (B) that comprise at least 15 contiguous amino acid residues 
and rfiat function to downregulate endogenous PTTG expression and/or PTTG function, 
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said expression vector being complexed with a cellular uptake-enhancing agent, in an amount < 
under conditions sufficient to enter the cell, such that the PTTG-C peptide is expressed in the bre^i or 
ovarian cell, whereby neoplastic cellular proliferation and/or transformation of the cell is inhibited: 



34. The method of Claim 33, wherein the peptide fragment of (C) comprises a proline-rich 



region. 



35 . The method of Claim 33, wherein the cell exhibits neoplastjpfhyperplastic, cytologically 
dysplastic, or premalignant cellular growth or proliferation. 

36. The method of Claim 33, wherein the cell^a malignant cell. 

37. The method of Claim 33ywhereki the composition is delivered to the cell in vitro. 

38. The method of Claim 33^ further-eeoiprising administering the composition to a human 
subject in need of treatment, such that tfte PTTG-C peptide is delivered to the cell in vivo. 



39. The method of Claim 33, wherein said uptake enhancing agent comprises a polycationic 



lipid. 



40. >f he method of Claim 33, wherein said uptake enhancing agent comprises a cellular 
uptake-enhancingyand/or importation-competent peptide segment. 

PI. The method of Claim 40, wherein the cellular uptake-enhancing and/or importation- 
competep^peptide segment is a human immunodeficiency virus TAT-derived peptide segment or a signal 
peptide from Kaposi fibroblast growth factor. 



<^(D^ 42. The method 
agent to the cell simultaneously with 
comprising the PTTG carboxy-tetminal 



)f Claim 1, further comprising administering a cytotoxic chemotherapeutic 
or after delivering to the mammalian breast or ovarian the composition 
related polynucleotide. 



43 . The method of Claim 1 5 , further comprising administering a cytotoxic chemotherapeutic 
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agent to the cell simultaneously with or after delivering to the breast or ovarian cell the composition 
comprising the expression vector. 

44. The method of Claim 24, further comprising administering a cytotoxic chemomenrogutie*" 
agent to the cell simultaneously with or after delivering to the mammalianbigast-^i^5varian cell the 
composition comprising the PTTG carboxy t^rmmal peptideo£jJae-bi5Iogically functional fragment thereof. 

45. The methgd-efClmm 33, furthCTTornpfTsing administering a cytotoxic chemotherapeutic agent 
to the cell simultaj^seflSlywith or after delivering to the human breast or ovarian cell the composition comprising 
the^PTG-C peptide. 



X. 46. The method of Claim 42, wherein the cytotoxic chemotherapeutic agent is selected^ 
the group essentially consisting of paclitaxel, 5-fluorouracil, cisplatin, carbojDlatis^^ 
daunorubicin, doxorubicin, vincristine, vinblastine, busulfan, chlorarnjajiertTcyclophosphamide, melphalan, 
and ethyl ethanesulfonic acid. 

47. The mejkerfof Claim 43, wherein the cytotoxic chemotherapeutic agent is selected 
from the group essejatiafly consisting of paclitaxel, 5-fluorouracil, cisplatin, carboplatin, methotrexate, 
daunombicin<<loxorubicin, vincristine, vinblastine, busulfan, chlorambucil, cyclophosphamide, melphalan, 
and etiVl ethanesulfonic acid. 

48. The method of Claim 44, wherein the cytotoxic chemotherapeutic agent is sel^Gtea 
from the group essentially consisting of paclitaxel, 5-fluorouracil, cisplatin, carboplatin^rrethotrexate, 
daunorubicin, doxorubicin, vincristine, vinblastine, busulfan, chlorambucil, cyclepRosphamide, melphalan, 
and ethyl ethanesulfonic acid. / ] ^ 

49. The method-efl^Iaim 45, wherein the cytotoxic chemotherapeutic agent is selected 
from the group essentoily insisting of paclitaxel, 5-fluorouracil, cisplatin, carboplatin, methotrexate, 
daunombipnf&oxorubicin, vincristine, vinblastine, busulfan, chlorambucil, cyclophosphamide, melphalan, 
arrdethyl ethanesulfonic acid. 
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